
DEPARTMENT OF ZOijLOGY 

November 29, 1951 

Prof. Joshua Lederberg 
Department of Genetics 
University of Xisconsin 
College of Agriculture 
Madison 6, 'Wisconsin 

Dear Josh: 

Your letter was very welccme. I have thought of 
you and Esther many times but on'y recently have I been 
able to plan somethjng for tomorrow and find that when 
tomorrow came I had at least a 0.05 chance of getting 
it done. I can't write about Paris anymore. My  spirit 
plunges when I thin'< of the wonderful freedom ',!a had in 
that city last year. But if you come east some tjme  a 
few recollectjons may be possible in the proper alco- 
holic atmosphere. 

Konod and Cohn felt last year that they had made 
every effort to keep you jn touch wj.th their work. You 
must be better acquainted with It then I am. At any 
rate a lot of their thoughts and data have now hoen put 
down in a MS for Advances jn Enzymology. I admire them 
both, as rersons and as workers. 
Paris, Eiavin, 

Another American in 
has been doing well in Ephrussi's lab. 

He has an Interesting story on the regulation of the fre- 
quency of exchange between transforming principles. 

My  own work at the Institute, although really not 
hammered by the 2400 km. of travelling in our HenauK 
was no great shakes. I've worl*-ed up methods for esti- 
ma ting wit!: sore degree of -recision the mutation rate of 
coli from lac' to lac+. But I was unable to fln3 an in- 
flUence on that rate with substance% Idith and without af- 
finities for lactase and/or a capacity to induce. The 
gene se=ms rersonally rretty invi~olate and sensitive only 
to more general troubles in its environment. 

The stetlstical randomness of this mu tation is evi- 
dent from the fit obtained between the distribvtion of 
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numbers of mutants in replicate cultures and that pre- 
dicted by Lea and Coulson. I find sr! the literature a 
few ot’rer case? w!lich can be shown to fit and never cease 
to be sstollnded by the fact, for the assumrtions used in 
1,. and Cl's theory are so simple and unrealistic. The 
situation is actually quite comrlsx. Armitaqe (to be 
nublished in the J. ROY. Statistical Society) has con- 
sidered the effect of rhenotynic lag and the Oxford 
statistician, Kendall, has enga<?d to consiqor a few ad- 
dition.31 esrumutions. In the :eanwhile I am writing up 
(get to it again tomorrow?? my rresent thoughts on these 
matters. By the way, you may he interested to know that, 
along wjth the majority of 
the distribution of lacs 

the cases Jn the literature, 
mutants in Kl2 does not fit L. 

and C* despite a demonstrable randomness of themut.atisGn.. 
Althnuch Kl? lac- and NL lac' may be nbysiolopica1l.y in- 
dictinquishable) I suspect where one is recess?yJe the 
oth_f?r is dominant (suprescor! and hope to tect this pos- 
cibillty. Tell Father I’d be happy to he?r whgt, the bar- 
done with t,h?c mutation. Are her results published or 
coul-d she send me her thesis? X111 send on my FS to her 
as roan as it is prepared. Her findings re the seerepa- 
tton of ly7oeenicity allow the rpost interesting specula- 
t i-rlns. Yore power to her. 

Back home at Columbia we are carrying forwarci our 
selection ptudiec, %rying to set un bactogens, chemostats 
and na.tu.ral Felectors and hone to take another crack at 
specific induction of mutations. A young fellow, named 
14ainwrisht, from Follack’s laboratory, is worQnfl with me 
t”1i.s yea-r. Pat St. Lawrence is finishing up an analysis 
of a tranclocation involving the nucleolar organizer chro- 
mosome 1-n Xeurospora. It is so coTFlex that I have all 
I can do to follow her analysis; thank Cod, the real spon- 
Tar is B. XcClintock. Sam Gross has begun to work with 
T3 and I(12 and alrea.qy ha!: some intere=tinp leadq. There 
are some graduate students in our microbial pqnetics 
courses hut ollr group is smaller than of old end we :,ure 
miss Kin. 

Yo one here since the day::, of Dave Perkins h?s to my 
knowl-er?ge ma?e heterocaryans between 33357 and other bio- 
cbe7ical mutants. I believe Dave did; you rcight ask him. 
I’ve searchpd my own notes and aTong hundrsd5 of leucjne- 
less-< Indenendent heterocaryons in a mu!.titude of rermu- 
tat?ons I fi~nrl none of the -0rt you mention. I agrea the 
nrobl-er j s worth following u?. Once a qtudont from Prince- 
ton started to do so? but he fell in love and left for 
medic71 schor,l after very li-ttle rrogrsss. Kor=ti ?PO~lc? 
do not see t?Tc type of problem as Intsrectfng. The re- 
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svlt is that my own work stands apart from that of my 
graduake students and from Tjcrobial genetics in general. 

Josh, who am I to anticipate the workings of your 
mind? I can only imagine that you are interested in 
Strentomyces in order to understand the relation between 
antibiosj s, lysogenicity and. recombination. Let me 
know what you’re aft--r w-her, you. fi.nd somet)-ing out. 

By the way, Tom Nelson writes that he b;s contacted 
you abolut working with you next year. Needless to say I 
have the greatest co-qfidence in Tom’s abi lities and am 
sure you wol1ld Fake a fine combinatjon. If I can be of 
any help to you in this connection don’t hesitate to let 
me know. 

Best regards 

Sri ncersly yours, 

Francis J- Ryan 

FJF:dj j 


